GENERAL COMMENTS
To author In this manuscript, Yin-jiang Liu and co-authors reported that intrathoracic anastomosis is the preferred method of esophagogastric anastomosis because of lower risk of anastomotic leakage and anastomotic stricture formation compared with cervical anastomosis. This is a well written, interesting manuscript. But a substantial revision is needed to make this manuscript suitable for publication.
Major comments; 1. Conclusion of this study is that intrathoracic anastomosis is the preferred method of esophagogastric anastomosis because of lower risk of anastomotic leakage and anastomotic stricture formation compared with cervical anastomosis. But this interpretation is not supported by the data because anastomotic level is no significant risk factor for anastomotic leakage. My main scientific concern is that the data are greatly over-interpreted. Conclusion should be changed or modified to fit the data. 2. I wonder how to decide which anastomotic method were applied, IEA vs CEA, open vs minimally invasive, anastomotic model such as stapled or hand-sewn. Please describe the indication or decision of method of anastomosis or surgical approach.
3. The hemodynamics of the gastric tube is important factor of anastomotic leakage. Please describe the surgical procedure of making gastric conduit. And I wonder which level and which side of wall of gastric conduit was used for anastomosis. 4 . I think the length of remnant esophagus is important factor which is associated with the tension of anastomotic point. Thus, it is better to show the level of cutting esophagus because the length of remnant esophagus might be different between IEA and CEA, or surgical pathway (Sweet/Ivor Lewis/ McKeown). Please describe the length of remnant esophagus. 
The article by Liu YJ et al. entitled "Anastomotic leakage after intrathoracic versus cervical esophagogastric anastomosis for esophageal carcinoma: a retrospective cohort study" is an interesting retrospective study on esophageal carcinoma. Various therapies and methods have been developed to improve esophageal cancer survival, including esophagectomy combined with lymph node dissection, but it is important to recognize that an esophageal operative intervention is still associated with high rates of morbidity and mortality. Anastomotic complications, such as leakage and stricture, influence strongly the postoperative course and sometimes result in serious problems. Therefore, anastomosis after esophagectomy is one of the most important concerns for esophageal surgeons. In this article, for this reason, the authors focused on the choice of cervical or thoracic anastomosis in patients with esophageal carcinoma. The authors state, in this retrospective study, that intrathoracic anastomosis decreased anastomotic leakage and anastomotic stricture compared with cervical anastomosis. This paper gives us the important information, however this paper has also a number of weaknesses and the new information defined in this retrospective study over previous work is relatively limited. Thus, this reviewer would provide the following comments and queries.
Major comments 1. Surgical technique is an important factor for postoperative morbidity, however, there is no mention in this text. Please describe it in the method section briefly.
2. Because surgical invasion is completely difference between the thoracic anastomosis with 2-field lymph node dissection and cervical anastomosis including 3-field lymph node dissection, it is necessary to compare the prognosis in addition to short-term postoperative outcomes. Please clarify this point.
3. In this study, both surgical procedure and anastomotic level include for the logistic regression analysis of anastomotic leakage, however, CEA group is all McKeown procedure, and IEA group is all Sweet and Ivor Lewis procedure. Therefore surgical procedure may be omitted in its analysis.
4. How was postoperative morbidity except for anastomotic leakage defined? Please describe it in the method section briefly.
Minor comments 1. Careful editing by a native English speaker is required. There are incomplete sentences and confusing grammatical errors in the text.
2. P14L47. In table1, the rate of non-neoadjuvant therapy is incorrectly described as 5.8%.
3. P16L12. In table 3, the rate of RLN injury in IEA is incorrectly described as 12%.
4. P14L31, L33. P15L14, L15. P17L30, L31. P17L47, L48. In table 1,  table 2 and table 4 , it is difficult to understand because P values are duplicated.
5. In this journal, British spelling such as oesopahageal tumours is suitable. To author In this manuscript, Yin-jiang Liu and co-authors reported that intrathoracic anastomosis is the preferred method of esophagogastric anastomosis because of lower risk of anastomotic leakage and anastomotic stricture formation compared with cervical anastomosis. This is a well written, interesting manuscript. But a substantial revision is needed to make this manuscript suitable for publication. Response: We fully appreciate Reviewer's good insights into our study, and perspective and some constructive suggestions.
VERSION 1 -AUTHOR RESPONSE REVIEWER'S COMMENTS TO THE AUTHOR
Major comments; 1. Conclusion of this study is that intrathoracic anastomosis is the preferred method of esophagogastric anastomosis because of lower risk of anastomotic leakage and anastomotic stricture formation compared with cervical anastomosis. But this interpretation is not supported by the data because anastomotic level is no significant risk factor for anastomotic leakage. My main scientific concern is that the data are greatly over-interpreted. Conclusion should be changed or modified to fit the data.
Response:
We thank reviewers for kindly pointing out our inaccuracy. We have revised our conclusion in Abstract "Surgical and anastomotic techniques rather than the level of anastomotic site were independent predictors of postoperative anastomotic leakage in patients undergoing esophageal cancer surgery." Now, the conclusion in the discussion is same to the abstract should be the same.
2. I wonder how to decide which anastomotic methods were applied, IEA vs CEA, open vs minimally invasive, anastomotic model such as stapled or hand-sewn. Please describe the indication or decision of method of anastomosis or surgical approach.
We thank reviewers for kindly suggestion. We add the description in MATERIALS AND METHODS. Specific surgical approaches were performed mainly based on the clinical staging, pathologic anatomy, and biological characteristics. Besides, the conditions of all patients and the most suitable surgical approach that could be performed were discussed at a joint medical and surgical thoracic conference, while taking into consideration the willingness of patients and surgical experience of local surgeons.
3. The hemodynamics of the gastric tube is important factor of anastomotic leakage. Please describe the surgical procedure of making gastric conduit. And I wonder which level and which side of wall of gastric conduit was used for anastomosis.
We thank reviewer for good comments. Just as reviewer points out that microcirculation of the gastric tube is associated with anastomotic leakage. We add the surgical procedure of making gastric conduit, and describe the level and which side of wall of gastric conduit was used for anastomosis in MATERIALS AND METHODS.
4. I think the length of remnant esophagus is important factor which is associated with the tension of anastomotic point. Thus, it is better to show the level of cutting esophagus because the length of remnant esophagus might be different between IEA and CEA, or surgical pathway (Sweet/Ivor Lewis/ McKeown). Please describe the length of remnant esophagus. Response: We thank reviewers for this constructive suggestion. The reviewer is sensible to point out that the length of remnant esophagus is important factor which is associated with the tension of anastomotic point. Therefore we add the length of remnant esophagus in MATERIALS AND METHOD, and describe and compare the length of remnant esophagus in RESULT. Response: We fully appreciate this comment. We add the data of cervical lymph node dissection in Table 2. 3. Surgical pathway is the independent risk factor of anastomotic leakage shown in Table5. Please discuss the reason that surgical pathway is associated with anastomotic leakage.
We fully appreciate this comment. Taking the suggestion of reviewer # 4, we remove the surgical procedure (Sweet, Ivor Lewis, and McKeown) from the logistic regression analysis of anastomotic leakage, because CEA group is all McKeown procedure, and IEA group is all Sweet and Ivor Lewis procedure which might make no sense putting surgical pathway in the logistic regression analysis of anastomotic leakage.
4. I think your conclusion must be intrathoracic anastomosis is the preferred method of esophagogastric anastomosis due to a decreased overall anastomotic leak rate, not intrathoracic anastomosis is the preferred method of intrathoracic esophagogastric anastomosis due to a decreased overall anastomotic leak rate. (page2 line42) Response: We fully appreciate this comment. We have revised our conclusion in Abstract "Surgical and anastomotic techniques rather than the level of anastomotic site were independent predictors of postoperative anastomotic leakage in patients undergoing esophageal cancer surgery."
Reviewer: 2
Reviewer Name: Guy Pines MD Institution and Country: General and Thoracic Surgery, Director of Esophageal Program, Kaplan Medical Center, Israel Competing Interests: None declared the scope of this paper is to compare different anastomotic techniques and to identify predictors of anastomotic leakage. the experience of this center is remarkable. The manuscript is of interest because of its large series of patients. However it does not provide any novel insights or report anything substantially new. So for it to be accepted it needs to be flawless and seek to provide some new inters for the readers. The English is not flawless yet and can be improved, especially in the first part of the manuscript. Can the authors explain how these data changed their patient selection, or procedure based on these risk factors.
Response: We fully appreciate Reviewer's good insights into our study, and perspective and some constructive suggestions.
enclosed you find my specific comments and remarks : abstract line 5-6 : please rephrase... "from the standpoint of ...". this is not a proper English sentence.
Response:
We thank reviewers for kindly pointing out our mistakes. We replace "from the standpoint of ..." with "from the perspective of". line 18-20 : same remark. " we investigated the associations of anastomotic technique and other perioperative confounding factors with the development of postoperative leakage and stricture" ... for example : We investigated anastomotic technique and perioperative confounding factors as potential risk factors for postoperative leakage and stricture.
Response: We fully appreciate Reviewer's kindly correcting our clumsy languages. We replace " we investigated the associations of anastomotic technique and other perioperative confounding factors with the development of postoperative leakage and stricture " with "We investigated anastomotic technique and perioperative confounding factors as potential risk factors for postoperative leakage and stricture". line 31 : explain : clinically more significant
Response: We thank reviewers for kindly pointing out our inaccuracy. To avoid ambiguity, we remove the words "clinically more significant". line 38 : mode should be method
We thank reviewers for kindly pointing out our inaccuracy. We replace "mode" with "method". line 42 :" intrathoracic anastomosis is the preferred method of intrathoracic esophagogastric anastomosis" leave the second intrathoracic out of the sentence this conclusion only stands for the results of the univariate analyses because multivariate analyses cannot identify the anastomotic site as a risk factor for leakage Response: We fully appreciate this comment. Now taking into consideration the current 4 reviewers' suggestions and keep in consistence with regression Analysis, we have revised our conclusion in Abstract "Surgical and anastomotic techniques rather than the level of anastomotic site were independent predictors of postoperative anastomotic leakage in patients undergoing esophageal cancer surgery." Now, the conclusion in the discussion is same to the abstract should be the same.
Strength and limitations again rephrase some of the sentences : "from the standpoint of..." is not proper English
We thank reviewers for kindly pointing out our mistakes. We replace "from the standpoint of ..." with "from the perspective of". line 5 : leave "one of the few" out because there are a lot of retrospective studies on predictors of leakage Response: We thank reviewers for kindly pointing out our mistakes. We remove "one of the few" out. introduction : line 40 : controversial instead of controversy Response: We thank reviewers for kindly pointing out our mistakes. We used controversial instead of controversy. materials and methods : line 18 : Consent for the study was waived. Why? If approval of the ethical committee was granted, how can the consent be "waived"? or was there a ethical approval for a retrospective database and no extra patient consent... please explain proper Response: We are sorry for our mistakes in comprehension of word "waived". In fact, the study protocol was approved by the Institutional Review Board. All patients provided written informed consent. We correct our language expression. data collection line 33 : which edition of the TNM
We thank reviewers for kindly pointing out our inaccuracy. We add the edition of the TNM. statistical analyses no remarks results line 45: leave "electrical" Response: We thank reviewers for kindly pointing out our inaccuracy. To avoid ambiguity, we remove the words "clinically more significant". comparison of esophagogastric anastomosis line 40 : IEA is superior to CEA with regards to postoperative functional mortality? should be morbidity I think.
We thank reviewers for kindly pointing out our mistakes. We have corrected the mistake by replacing "functional mortality" with "functional morbidity" in table 3. line 50 : "The secondary intervention was significantly more in the IEA group than in the CEA group, which resulted from a higher radiologic re intervention rate in the IEA group (p=0.022)." explain : which secondary intervention? and it seems unlikely that this is the result of a higher radiological re intervention rate... both are higher due to a higher complication (leak) rate in CEA I suppose
We thank reviewers for kindly pointing out our inaccuracy. Secondary intervention included chest tube (bedside), radiologic intervention, and endoscopic intervention. We have revised our description in Result: Regarding the secondary intervention, radiologic reintervention was significantly more in the IEA group than in the CEA group (p=0.022), but no statistical differences were found in terms of chest tube and endoscopic intervention (p>0.05).
risk factors line 23 : rephrase "Multivariable analyses using a stepwise backward model revealed that Multivariable analysis identified" (you say the same thing twice)
Response: We thank reviewers for kindly pointing out our mistakes. We have rephrased the sentence. line 26 : Why sweet as a reference? Response: In the previous analysis, we consider sweet as a reference because sweet is one-incision surgical method, Ivor-Lewis is two-incision surgical method, and McKeown is three-incision surgical method. Taking the suggestion of reviewer, we remove the surgical procedure (Sweet, Ivor Lewis, and McKeown) from the logistic regression analysis of anastomotic leakage. Discussion line 43 : be careful to distinguish anastomotic technique, anastomotic mode, anastomotic configuration from anastomotic location / level (CEA and IEA) throughout the manuscript these different descriptions are used... always use the same words for the same description and maybe add this description to the manuscript
We thank reviewers for kindly pointing out our inaccuracy. To avoid ambiguity, we use the same words for the same description and maybe add this description to the manuscript.
line 9 : you could not identify level of anastomosis as a risk factor (in uni and multivariate analyses) yet your conclusion in the abstract is to choose IEA for a decreased overall leakage rate... (the conclusions in the discussion and the abstract should be the same Response: We thank reviewers for kindly pointing out our inaccuracy. We have revised our conclusion in Abstract "Surgical and anastomotic techniques rather than the level of anastomotic site were independent predictors of postoperative anastomotic leakage in patients undergoing esophageal
